Inhibition of 12-O-tetradecanoylphorbol-13-acetate-enhanced transformation in vitro by inhibitors of phospholipid metabolism.
The effects of some inhibitors of phospholipid metabolism were studied using a two-stage transformation assay system in vitro with 3-methylcholanthrene (3-MC) initiation and 12-O-tetradecanoylphorbol-13-acetate (TPA) promotion in BALB/3T3 cells. Inhibitors of phospholipid metabolism such as hydrocortisone (HC), p-bromophenacyl bromide (BPB), nordihydroguaiaretic acid (NDGA), quercetin and indomethacin (IM) were used. They were demonstrated to inhibit strongly TPA-promoted transformation. In particular, HC at 1 microgram/ml inhibited the in vitro transformation completely. All the inhibitors used inhibited transformation in a dose-dependent manner. The results suggest that phospholipid metabolism is important for the promotion stage of transformation in BALB/3T3 cells.